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bstract 

A prophylactic/remedial agent or apoptosis inhibitor for diseases presumable to be attributable to apoptosis and an organ preservative, 
each containing a Fas antagonist as the active ingredient. 
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5 ^ma^m- 



10 F a s (i. t h,tS»mT^'^X^^3^LT^f t>n/i^y ^ ^-^;^irL^^^T' 
^ F a s ifiW ( 3 ^ S. (Yonehara S. ) J. Exp. Med. .16 9 
1747-1756 1989^) {C J; oTlSli^tl. T^fi h-->XCD>- 
i^':^;^^«{::'fSjat-'SmS®^ilJl■^*So fiia. -r h-^ N. (Itoh N.) ^(C 
J;oT. F a sit^EW^D-^y^^'^tL. F a s 4 5 k D ©i|fflm±®S 

L/C (CelK 66^. 233-243 199m o tfz. -?^7.F a siA&l^h^^- 
^y^-^tl (9 :^-:^^-'7 :^:;^"XWatanabe-Fukunaga R. J. Immunol., 148 
1274-1279 1992^) . Fa sraRNA*^. T'^XCDW. ffp. HP 

20 t h F a s U Ktis F a s ^^^"T SilfflSaJ^** LTT h - ■> 
(Tomohiro Takahashi^. International 



wo 98/18487 PCT/JP97/03978 

Immunology. 1567-1574 1994 ^)ot: 

a s U Kti. TNVyrl V -Kmt ^^"f-mm 4 0 kD© I IM 

(Masato Tanaka^. EMBO Journal, 14 
5 1 1 2 9 - 1 1 3 5 I 9 9 5 o ttz. h h F a s V if y y h 

FasU#>F(Takashi Suda^. CelK 75 1169- 
1 1 7 1 9 9 3^) ^v^XFasUT^/VK (Tomoh i ro 

Takahashi^. CelK 76^. 969-976 M> 1994 £p) t 
?lfflfl^^i^'pSJ^{-*5i.^-rj^l^'i-^^n v?-<&WLr4oO. t l>Fa s UT^'y Ktit 
10 hF a sCD<^T-^i:< ^'t'XF a s ^t)Mf^L. 7 h - ^^^^^ ^ ^ t^^'X' 
^-So 5 h F a s ^)ij'y FS.D^'V'^'XF a s U Ft. t b F a s ^ 

^fc. Fas ^:A't-'?)T'f^ h - XCD^fflflSl^ •> ^'^^UfEji©^;? i-M t 
Tt>W5S*^ii^-efc<9> Fas omrt^I^. ^(Cr'X F^ ^ > (Death 
15 domain) t Wtl-SMilKifflSfPffl LT. '>^"^yl/^eitS/c(ifrn$iJ^^ 

m (ICE) |gig^;f-;l/yPT-T— t?>'F a s^^^t-^T'-f- h-v'XCDv^'^ 
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+ N. Wum^^2 sm. e e 7-6 ? sh. 199 e^) o 

JSSi^Sf (Systemic infla mm atory response 
syndrome : OT. S I RSifflSf-) iWtl^o S I RSfcfc^^Tti. 

mm (MODS) izmjir^m^h^^ a^^^. e^j^^s. 3 sm. 349- 

F a sXF a s U7!/'y (OT. F a s /F a s LI^<hf(F^) h^^m(Dr^^ 

20 -So t^i^i^. Aj^mtfzimmiz:isif^m.m. ^n^mtfzi<mm-^s.t'iz 
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m#^5^t>'#?iW-t?{iT^- h-v'x^^'gc Orel's ci<h*<^pe>n-ri/^-5o $ 

d <h ( i '>y, J^-r ^. ^(Jaeschke, H. et al. ), 
FASEB JournaK 3355-3359 M. 1990^). 

i^ijnL. I L - 8 (7)4^5pnin:#:>&<. &mnmmmm^^m-t=hctf)m^-^nx\.^ 

5 K. J-^. ^(Sekido. N. et al. ). Nature. 3 

65 654-657 1993^) o ]^±<D ^ O ^^^M^^ ^ ^ tJ^nisJa 

15 ti'iS^m^^tztX\.^^^tib<^^^-^n^o Fas/Fas L*<. Ctlt>® 

20 (Dinarello C. A. J. American Medical 
Association 2 6 9^. 1 8 2 9 M> 1 9 9 3 ^) . B#{c:mM^.i^ 
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5 #;t^>nT^/^/i;^?^^ T'f^h-->>^> ^dF a s ^^A^-r-ST^^ h - >'X;6<.I:^^,#.<i: 

/{j^itW-l) CiCTanaka M. Circ. Res. , 75, 426- 
4 3 3. 1 9 9 4 ). ^ZflC I L - 1 7f}<^ y h ltll«¥^^«®-^'ftM^ 
10 (NO) ■^fife^^^^-SiitJciT'f^ h-'>x^m#-r^c:i. NO-^^cDiaft^iJ 
L- 1 {dJi-ST'f" h-->X^Wj-r^-i. RU^'NOtiF a s 

'^(Fukuo K. Hypertension, 27, 823-826. 

15 cDr^^h-iyy^Tb<i5C^:it. ^(DBF a s(D^m.Mm<isz.^ct (Lab. 

Invest.. 7 3, 7 7 1 - 7 8 7. 1 9 9 5 ) &?>'^ -y h^ll^^^^^x>'^ 
{cfci/^T. ;ilN^ilfflHa^o;^^^«^*^T^f° h-'>:^-e*><9. ^^Dl^Fas©^ 
^;6M 0 Of&m±(ciito-r'SCc!:;i><fg^$nTl->^ (Lab. Invest. , 
74. 86-107. 1996)0 $"^ ?iBa^(i. >bm^B^^<Dj\j>mMB 
20 {;:fc{j--SF a s©^^^5^MLs r;^v:tt^l:^^^m-t?{iF a s o^3l{i^S^6^<j:*^o/c 
;D-f52J^S.t>'SS?iM.'ilH^^T-Ufi>^i: < t h-^0>L>mmm-VF a s 
^mibfz (#^tt^6^5EpSS!£. 6 ^JgW5SfE^. 1 5 2 - 1 5 5 . 
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1 9 9 5) o LTb^Lt£.i)<ih. iini^(DjL-mBK:So\<^rF a si)<t'(DJiO i^M^L 

^|^^^^;U-eF a s mRN A©^ii7:><itJ!JPt-^ ^ tt<^^-^ tlT^.^ =h 
10 (Hakuno N. Endocrinology 137#. 1938- 
1 9 4 8H. 1 9 9 6^) o L;6^L. Mi^ll{-:fel'^T. Fa s/F a s L^^^di" 
© ct -5 (-§1^ L T I > S ^ ^ I' ^ T 0^ e> ;6^-e « ^'S 1/ ^ o 

(OTs GVHD, graft versus host 
d e s e a s e) (i> #-^^X(i^*t>^-i*® U L 

GVHD. ail5^m^(-*2-SGVHD. ^^^T Lfzm^izici-t6±m.^]ta.m<D 

llIl^a^t{-^'SGVHD^*^^'So GVHD«. GVH;S:iS{-S-r}'<Bt^X{i*I*^ 

6 




wo 98/18487 PCT/JP97/03978 

trfeS C i^^fSS^nTl^-S (An i t i C. G i 1 1 i a J. 
5 Invest. Dermatol.. 107 377-383 1996 
i^) o F a s^-f^-LtzT^- h-'>X©M-^{co^,^T{iF a s U > K*<iE^ 
Uuy h D-;V-7'i/X©fl$U K:>--<i: L/cB#<h. F a s U 

10 K> (Matthew B. BarkerB^. J. Exp. Med. . 183 

2 6 4 5 - 2 6 5 9 Hs 1 9 9 6^) . F a s^/^LfcT^^ h - i/X;:?<G V H D 

15 g 1 d-^^T.^^^') y^^n^^^^XY a s Uify K:XM®ft#1ttt i LT 
F a s U Kli-l^O^ibOS^ (mii'. ^<-y * U >> TN F^Ji) 

(Dmtf.^ t'^^G V H DSJt^{c^#^-^;t ^ c i ^ tL. m '^n/cigm7:><i^^-r 

L^iF a s F^M©3^Wc:{:t-e{i^j:i^Rrtfett*^*>'So L/c^^-oT. Fas 

^^L/tT'f^ h-v/X;6<GVHD{C^O<fc-9{C|g-^LTl.^'l>©*^. *>^l^U 
20 F a s^/^L/cT#^ h - ixx®#^fi^W$iJtlS©G V H D^«i LT©pItl'tt 




wo 98/18487 PCT/JP97/03978 

I. ^ t> nr I ^ 4mm^^mm\ ^m^-ftz ibmmmu tcDumm 

X$>^o 

20 -So i:«9#L< (i> 2^%B^«F a sT>^^-X h^W5*^5^i:^S. Fas© 
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:^^mm^it. F a s/F a s U ^'V KI^0^tfeS.C/F a s/F a s U ij'y F 
l^^^t-'STd's h-i/XcD^®^-il(c*5{:^'StS:i'J^iiSjSWISLT#fc;6<. Fas 
TV^rf^Xh(c<J:o-r. Fas/Fas UTy'^ K^^fFffl. #{-F as/" 
5 F a s K^^:/h^'&T'f' h-'>x^»Jt-SC tJCcfcJ^S^^^-fteT';!/ 

10 -t^lt)^. 2^^B^«F a sTV^^i'-X h^W^lfe53-<t^^^-fe> #L<«F 
a s/F a s U^y'V K^®M#t-^i^,«l-e*>f9. #{-F a s^/^^ST^> h->- 

-t^lt)-^^^ ' i^mm^mmir^o CC-e. >!^^<h^c£^^B{c{i. (1) 
15 (2) ^F^L<(i^:^^^ ^itita. ^J^a'ttSam«^ ttzitm^n^ 

(3) GVHD. (4) ^MhL<i.tm\kmmmmm^it^rnz&rs< 
mm. ;ll^ai^ ^)iix«M{cfc{:)-6jti(]iiia»*«cao<^M. ttz. 

■^m^o:>m(Ommi^ F a sT>:$^^'~7. h^W^J?£^i LT^Wt-^ ^ 



9 
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5tF a s mi^. ttF a s4n:^*:X«F a smmi^<DO>U< th^^irm^-' 

■o'C'^^Zt1f)<»tL<. #{c^ifLFa s UTy-yKinl^^^^^'t h>fbtrLFa s 'JT^V 

f ^j:^t>s Fas T h0if^l^<£ffl^^ti#t-t-'So 

<S«i^?lK-tr*)«9. #L< F a s/F a s U^'y F?^cD^«i^fPffls Fas 

10 

^ 1 ^'t^XFQ 1 9-9-1 8 it^^oM oJ^fl^® c DN AK^iJS.O^ 

y m {c - fi:T^>f ^ ? I ^ ^ 

15 ^2 lati. ^'t7XF9 1 9-9-1 8 triW<Dmm'^MW^<D c D N ASe^iJSlO' 

^ 3 t h'fbF 9 1 9 ^WOl^m'^mmcD c DN AK^iJ^t/lilRT ^ y 
20 fiTi^^^^K^/Co 

m 4 gm. t h-fbF 9 1 9 tfhi^(Dmm'^m%m<D c dnaie^ij^o'sirt ^ y 

1 0 
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m^miit. F a s^#^*:®— oT?*)-?) s hF a s (nd2 9) -Fc^^^i-K 

■t^cDNA(Di^mmm'^^v^^ ^- (pmi 304) ^<Dn^^i^Mmn^<i:- 
z^^tLi!}^h>m^^ti^Ti jmm^7f^-tm-^^$i^ ce AmcDn^m (275 

5 #©DNA) ^-e) o 

1^6 law. F a sM##:®— o-eabS s hF a s (nd2 9) -Fc^=i-K 

-rscDNAoi^sse^ij^^tr^^^- (pMi 3 0 4 ) ^^cDn^^mMumisx 
tf^tii)^i^m^^ti^T i ^mMm^Tj^-tm-c^^ (65-14 4^corum 

(2 7 6-5 1 5S©DNA) ) o * EP{inItg^i:N - ^' U =i -> a b 

10 ^^^o 

ll7El{i. F a s^##^©— o-efe-S s h F a s (nd2 9) -Fc^=i— F 
i-6cDNA(DmMm^\]'^^tS^^^- (PMI 3 0 4 ) tp(D^ji^^mnmi^J^ 

V^^tnb^h>m^^ti^r i ^mnm'^yr^^m'Cii^ ( 1 4 5 - 2 2 i^cDTiJ 

m (5 1 6-7 5 5#cDDNA) ) o *EntiRrti^i:N-^?''; =ii>u-->3 >-t»--r 

15 h^^-fo 

USElti. F a sil##:0— o-r-fe^ s hF a s (nd2 9) -Fc^n-K 
-r-ScDNAcDi^^iE^ij^&^ir^^^- (pMl 3 0 4 ) ^(D^^m&mn^^Ji 

t^^ni!)^^m^^ti^r ^ ymmn'^TT^-tm-^-^'B (225-30 4#©T$y 

^(7 5 6 - 9 9 5#©DNA) ) o 
20 ^9gl«. F a smmi^co—D-^^^ shF a s (nd2 9) -Fc^^-K 

't^cDNAo^mmn'^'^tj^^ ^- (pmi 304) 4^®^55-^»se^ii*5J: 
a'^ti^^t^ti^^nsT^ y^Be^ij^^t-Htrfe-s (s 0 5#©T^yM (9 9 

1 1 
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6S®DNA) o 

H 1 omit. F a s^#<*0— shFas (nd29) -hinge 
?^^-\:'-^;i,cDNA(Di^mmm^^tS'<^ ^- (PMI 3 17) 

5 (2 7 5#©DNA) tT) o 

H 1 1 Elfi. F a s^##^®— ^"^*>'S shFas (nd29) -hinge 
^z3-V-t^cDNA(Di^mm^^t!^'!7^- (pMl 3 1 7) 4^©SP^^^S 

(2 7 6 - 5 1 5#®DNA) ) o * EP{ipItl^i:N - U :3>'U-->3 Vtf" 

10 h^w^-to 

% 1 212m. F a s^2?<*:©— o-e*>'S shFas (nd29) -hinge 
^3- Kt-'S c DNAOigaSe^iJ^^ti-^i^iS'- (pMl 3 17) 

iB^ij*5c];c>'^ti:6M^m^$n'ST ^ y^as^u^^^Ei-e^'g. (5 i 6#©dna 
^m) o 

15 HI 3 Elti. Fas (h F a s - F c ) (D^M^^y «y h ^l:^JSJ^EMil»ftP$ 

% 1 4 Elii. Fas mM-'^ (h F a s - F c ) (D^mi^'y y h^I:^i*J^a#aW 

m'^7'j\^K^^^hnmm 3 ^rH^^t®l^E^* c p K^±#wi$ijsim^^t-Ei-er 

20 Hi 5ia{i. •7't;XG VHD^T^^KC^jtj--?, t hF a s - F c®^#HiJ(Mg: 
^^^^^El-e*>'So eraft (□) «hFas-Fc 1 0 m g ./ k g t^#i¥. 

1 2 
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^ 1 6 mit. xBmm^ev'M^^if ^m.^ h f a s u :?57'> h'ifii^(Dm.^n 

$imm^^^l21-e*>^o aizg^ (□) tiF 9 1 9 - 9 - 1 8 0. 4mg/kg 
iSl^il, gHH (A) (iF 9 1 9 - 9 - 1 8 1. 2 m g/k g^#^^ ME3^ 
(■) {in > h a -;l/^®^#^<^^n€'n^t-o 
5 mn mit. iJtvirXF a s Ktrt^: (#58-1 1 ) CD^^fl^^ h^D 

m 1 Smii. K^'i^XF a s ';7l^"> Kirt^ (#58-1 1 ) H^iIn 

10 mi QMtii. ^'t/XGVHD^7=VU{C*5{j-^iit-7'i?XF a s U :?*7'> KirCi* (# 
5 8-1 1) <D^-^m^^^^'^^-tm-V$>^o (O) «GVHDimttS¥. 

ll3tL (•) {i# 5 8 - 1 1 1 Omg/k giS-^ll> HH^ (■) l,i:nyhu-J\y 

trCl*: 1 0 m g/k gtSi-^sicD^^^^^n-e-n^fo 

^2 OElii. tnl^'^XF a s KirC^: (#58-1 1) CO^^^n^Mm 

m2 lElfi. K-T'i^XFa s 'J > Ftjii^i: (#5 8-1 1) (D-^^^n&Mm 

F a S//F a s U Kl^O^^^fPffl. #{-^ Fas^if]-t^T 

1 3 
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7^.h-iyP^A<m^-t^h(D-e&^o ^L<it. ^tlh>(DmMi^:^^^t. Fas/ 
F a s U tfy Kmo^^fPffl. Fas ^^t^T^^ h-->x*^. m^-BX 

mwm^it. 'L^^M. ^mM. gvhd. mMnmmmm. i>Kh+->>{- 

10 (2) GVHDtLTti. :^ii^tt'i'li^W^^^tt^^^^?E'\cD#fif^*t^ 

(3) wj^ifii. n^Mnmmwm. ^m^i^m-^imm. ^^^^^a 
20 {cj:s.#.#M«^5E. mttramttSfi^^ ^M^nmm<^t 

(4) i^jfilX{iJtlfilSii»itl^§{cSo<^.«l{c:{i. S^. ffF 

1 4 
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m^m^fz mmm) mizm^^mmRm^m^ttzmmcDmmm'e^io. 
ritM«p##{-So<^>iij omii.. nm. b 

15 mmtLx^^n^o :z^B«*ffl«{c:fe^.^T. mmmi^&-^<mBi (Dmit. m 

ifil^JG PT • GOT • LDH#®±#. • Sli 
M*> lli7K. ^?f5;^#:jti§«Of£T. ^Ms Me^s i^^ U -i? 

20 ^^>^^-^l.^-So S I RSfc^^MODS t#A-ei^^o 
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2^^H^©SiJ©fil^^. F a s Ty^:^^X LT^Wt"^ C 

:*:^B^TMffl$tl'S)F a sT>^=f— X Fa s/F a s 'J;^"> K^T > 
rJ'd'^X h <hs9^§fc<^'^*^^ Fas {ci:^ v/^'^PyUO^^XtiiEM^l^-r 
n*-®g:l?gT-H'^*-®ff^"eMLs F a s/F a s U ;^-> Kl^^^tlXii^^i^fP 
10 #(C. Fa s^:f^-raT5f^ h-'>X. #{CF a s 'J^'^ K{cJ:^F a s^:fh 
1--ST4-° h-v/X^$l]$iJX«PlW-r'5^5®"^*>tl(±\ #(cRS^$n#> F a s U 
iil^ L<«F a s ©fpffl t> L < Wtfem«^-rS fc®. F a s K» 
HM^fc L < WF a stt^i'Mi^ifflSf^ffl-^'B t>©. F a s U ii^ Ki F a s 

©isafFfflm^^'S^scD. Fa ^mmmt^t.'tnLimf^^'^^mmm^ 

15 iOFHl©^gSM(:i]^#^'Sl5©. ^fc(^F a s<£r^■^6T^^ h-'>xcDv^'^ 

^tl-SF a sT>i5^3'j:^X h i LTli. Fas/Fas L^OfPffl. #(CF a s 
20 ^/h^-ST^^ h-'>X^fr|]$lJt-^^tt^Wt-'S. F a ^m^W. irCF a s Ut^^ 
Ktri^*:. iiiF a s titi*:. F a s t L < (iF a s U KOit^s^ L < (imRN 
A{C)t*^ST>5^-feVX5i-U iif^ i^' P>t-^ h\ F a s omrtM^<^:tl5:fPffl■r 
l 6 
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y^n'^X hi LT«> F a s ^^f^-r'ST^^ h - i^X^W^iJ-T^f'Pffl^W-r^. 
F a s^^-f^. iiiF a s4rL#:. Xi^F a s mm<^t Ll^o $ 

F a sS.a'F a s U:^'> Ktit h ^0*^'$f t L < . IrCF a s Jit^^S-O'lnlF 

5 a s U > KtrCf^^ti^^^'tlit t h F a s Jn:i*S.O^'tn: t h F a s U > ¥'ifLW^< 
^tL<. IrCFa s U > Ftrt^^Ji. t h^fh^iF a s V ti' > h'^WC^ ^<Dij<Wr 

tL\^^o t h-ftfiiFa s u^'^KSii^^i^. ^nmmt. yu-/^^-^mm^< 

ffll.>-SFa sT>^=f"-:^X h{i. HI^#I^tHM^i^§^#WO 9 5 / 1 3 2 9 3 ^ci: 
10 ^^CiBtfe^nTl.^^iS^^c^T•y-b'f^£^c4ol,^TF a sl^5a«®T:^^ 

F a F (a b' ) 2. F V. XiiHiii Lli® F v ^-2^M<!:^<i ^ cfc "Pii^ 
/j; ,j y;^_-^jg^$^/;<>y^';l/f-i^ VF V (scFv) ^ <t;i?^'Tr- 

yts^^XhX^^o Ztlk>in.mtF a s U:^-y KXiiF a s i^^^-T^Cch 
{Cct^. F a s/F a s 'J7y> F5^®^i1^fPffl> F a s ^^"T-ST^f^ h - 

1 7 
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:$:mm-^-^m^n^iriF a s'Jtfly V^i^XitiKF a s tn:#:{i^®fi5fe. mm 

10 ^a-i-;l/!rC{*:i LT«. mmfi-&m^'m (R I A) . ^^^?aPJ^/± 

(E I A, EL I S A) . ^^trC^*}* ( I mmu n ofluorescence 
Analysis) J: ^iitM^MIi L. ^/c. ai^# 

fF{iliI^lfl#-^WO 9 5 / 1 3 2 9 3 ^j:<!:'{C|a*^$nTl.^aiS^n£T -y -tr-f 
J; ^ F a s ^^^l-r-S^IBBaOT^" h-ix7.(Cj^=f-r^W^iJySi4*^'^S'J^^ti'S fcO;^?^ 

15 Jf^Ll^o 

p - 1 5 0 0 2 ) . $t.{c5p^8^5^ 9 Bit-vmmiit^^m^mii^^'^Ltz 

C^itS-^FERM BP- 5 5 3 5) ^N^yU.F-vFQ 1 9-9-1 8 fcj: 
20 «9^^$tl'S'7'^7XF 9 19-9-1 8$^;^$:?&<^ft H/^i^ijT^^o m^W<^'°l^ 

^tmm'^m \ imm^ i {c c d n a ^mm) iSLtm 2 2 jc c d n 

1 8 
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mR'j^m^^wo 9 5/ 1 3 2 9 3 . mm'wnmm^p ct/jp96/oi 
8 2 0. m^Mf^mm'^mm^wo 9 5/1054 ot^tic^^m^tix^^?>yjm 

Lrt>cl:<. FasfcL<«Fas U FXfi^tlt.OgP^^^T'^ K 

n^^mm'^mn(Dmm&^'iiii^ ^ ^ r^^® mas t $ -t±-. ii^® ^ ^ 

10 {cj^oTfpM-e^So 

Takahashi T. International I mm u n o 1 o 
gy. 6#s 1567-1574 1 9 9 4 ^{c:r?^^$nfc t h F a s U 7^"> 

CDF a s CCDftMF a s Ut^'^ Fi5^ 

1 g 



wo 98/18487 PCT/IP97/03978 

ihf^^^mmm<oiii^n. mmm^icH^n^tK »tL\^^^mmtLxi,t. 

W}^. ^Z-^^ y^^(0<^^<DU^(Dl:r.}p—^mfll^W. P3-X6 3- 

5 Ag8-Ul (P 3 -U 1) BUlB^MiSi ^ J^n-v 

m^t(Dmm.m^itm^mi^ii's^^u(D:fj'iti. tzt^i-^. ^^i/xx-r y^®:^ 

?i(Milstein^>. Methods Enzymol. 73:3-46, 

19 8 1) m^mi^xno c ti}<-v^ 

2 0 




wo 98/18487 PCT/JP97/03978 

{Cffl^,^^n/c^#^«. -fifeCDSM^cC^^^-n-^U >®M6^#'I4^^< Ci"^ 

20 ^i:^y ^lJi#:{i. »©^y ^irc^^oMit:^^. #(cii{s™^e^^^ffl^^T^ 

$^{c$f*L< (i> (reshaped) L/ct hmmi^^^^mMl^m 

2 1 
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•^mm (CDR) hm.i^(DmiiM^'^^^RU^m^Ltzh<Dii'^^o -tu 
5 MWJtLTfi. mmmmm'j^mm^wo 9 7/0 2290 (ttus-^pcT 

/JP96/0 1 820) izm^^tlX\.^^-^^XijLi^F 9 19-9-18 Ui^ 

c D N A ^letfe) 4 - 4 {c c d n a ^ie«i) {c:^^ l fco 

10 t-'S<fc-5(C5i;#:®pI^fIJ^CD:7 b-A>7-^ (FR) 1 m±®T ^ y 

332:323 (1988) S.t>' 3 - p >y ^^°#l¥i2^r?^|| 0 2 3 9 4 0 0 
iJ'-f-X^. Proc. Natl. Acad. Sci. USA, 86: 
15 1 0 0 2 9 ( 1 9 8 9 ). Hl^^^tliil^il^M^i^fSWO 9 0/0 7 8 6 1 J^O'WO 
92/11018. Co^. Proc. Natl. Acad. Sci. USA, 
88, 2869 (1991). CoS.O'Qu een. Nature. 351 
5 0 1 19 9 1^. UihZ/iC^ n — 1^, J. I mmu n o 1 . 148: 

1 1 4 9 ( 1 9 9 2) mi^f^7r^-^nx\.^6:fjm^m^^^^ti)<-x:^^o 

20 :^mm-V^m ^ F a s (pfl < thF a s V tf > t (Dm-^t^^^ 
mir^t^^ L < F a s U if > KfC J; <S T -i? h - X^Jtp^iJ^ t> co-C*> 

2 2 
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/c«/*5ctO'tfAil^o/cM®^P^WL. Fas ')tf> K i 
WLfztt. F a s/F a s K^®^WFffl. Fas^^-r^T^^ 
h-->X^Pl$^-S nSo $ t>{c^F a s^#<J^{-{is Fas^ 

M^^^ tUifM (truncated form)Fas>4^y ill 

SlO'F a s«^{>fI^<tit!l©SaMt®^^ ^MfiK. ^Jx.{ft hF a s»^i 
10 Mi^it V^^V^yV >®F cif^T-®^^^' ■^MfiM'^^'Sh F a s-F c^36- 

mfh>n^o F a ssi##:{i. -(Hrno^^i® t>®i:?*>^< > <^^u(df a soas^ij 

F a s - F c HI^#l^ailiFa^M#^WO 9 5/ 1 3 2 9 3 ®^»Jit' 

^cCii'fclBife^nTl/^'So tfcs F a s0N*<^{C:X^<^W-rSF a sSl^^4^t50 
15 t L < . ¥^ 8 ^ 3 ^ 1 4 Bj^tr S:*:Bl^M»o < {i'rfrm-T g -#H-§-©xm 
SWI^^^X^Xl|gt^l5W^m{-^S^L (^feS^P- 1 5 5 1 4RU^■p- 
l 5 5 1 5) . $ t>{c^i)<:9^3^ 6 BH-^Mmm-i^mwMmc^m (Sffe# 

-tFERMBP - 5 8 5 4 S;D^Sf6#-§-F E RMB P - 5 8 5 5 ) ^nTl^^;^ 
^M*<^t:^5Xi F (PMI 3 0 4J^C;pMl 3 1 7) (^M^st^^t^^n 
20 ^nC CRC 940171 *>J;O*CCRC940170) - F$nTl,> 
-SFa sSI#{*:{i. ^^©t hFa s CDN*^© 1 t> 2 9#H^T^®T^ 

y^SB^iJ^^^L/cF a s«^^I^<&^W-rS^#^ (EI5-9;fecfcDfE^iJ# 

2 3 
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^SJCshFas (nd2 9) -F c^:^- Ft"^ c DNAO^SSe^U^^t^^ 

(pMi 3 0 4 ) tp(Dm^i^Mmn^mmL. gii o~i z^xmmm 

-^6 {CP a sm^i^(D-"D-^'^^ shFas (nd29) -hing e^=t- K 
-r^cDNA(Dm.&m^^\^^tS^^^- (PMI 3 1 7) ^(Om^i^^Mm^t^ 

a s F{c>t^t--SM^^i4X«F a s ^/^■r ST^^ h - i^xoMiJStt^W 

2^^BJtr^ffl$n'SF a sXUFa s 'j KOit^E^^/cfimRN AJC^f-f- 
10 ;ST>f-fe>X;tU:3'5f^U^f-F«. F a s XiiF a s U ^' > F®^?a^Wi 

wo 9 5 / 1 3 2 9 3 J::!^^ $ nxi/^ ^ F a s iS > F®T ^'X;^- U 

15 if-m^o^fVi ' '^mmts ±^©Fa stv^=j'-x h^^w^^ci^^m 
\t>jiL^mK]t^\:^xmm. «fe^'J. ?L^k^J^ s^^^J^ i^ffi^^^J^ mmmmu m 

2 4 
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jjj^ 0 . 1-10 0 mg/'ngomm-^-M^^^^i^m^A^mn-r^ c i^^-e 

2 5 




wo 98/18487 PCT/JP97/03978 

2|s:^H^{Cffll^SF a s Ty^::/-^ hti. ^C^^ll. GVHD. MitoM 
^H^{cffll/>'S F a s T y ^ hRt>'^n^-^W-^'S^^J{i. Fas ®M^^ 

jE->.(D'tSI^*l^®#fl^*ta{C®'SGVHD. li^^^*t^t{C^'SGVHD. ^ 
L /ci^±{c*t^ ;^»i|iig|ila^® IliM^f-^ S G V H D t tl S o G V 
20 HDli. GVHRjS{^S^XraXtm^CD|^#^#<'\ T^. ■f^fiM^i^RO'^ 

2 6 
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ffPM. mm., w^ mm. m\^. ^mf^fi^ 

ifii43GPT • GOT • LDH^©_h#. - mMM. ^'^'^m. MMmw. m 
ttzi.i^mt^m'^'emmt^^t^<'c^^o ^tz. ±nEmmttzi,tm^^^ 
20 <Dmm. m^ii. ±^ LtzAm.nmmm.mi^&-^ < mmcD^m ° -i^mm t u 

2 7 
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i^T{i. ;MgS{w*f-r'2,Jto1^^if3^;^. ^^6^SWjMrtifiitt/§M^zi (PTC 

R) ^mmmmm^immm (ptca) mcDS?ii»!t®*g^. 
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PCT/JP97/03978 



mmmi. shPas (nd29) -Fc5^0'shFas (nd29) - 
5 hinge CDpM 

( 1 ) mn^m^(oim^^i^^^ 

pMl 3 0 4 . pMl 3 1 7. ^J:Zfmmnm^<^rmOQ 5/ 1 3 2 9 3 (D 
{c|Bic©pBF-F c 1 (t hFa s in:)I®»HM^i h h I gG 1 
(DF cmMt(D^^ ^m^W (h F a s -F c ;hSI2-r'SCi*<*)^) 

10 K) ^^fflUT. OT®;^?S-eff^Sfe^^^COS- 1/pMl 3 0 4 . C 

OS-1XPM13 17. COS-IXpBF-Fc 1 ^fpMLfCo -tUi^^. 
^n^noy^X ^ KDNA100/^g^500/zl©lO mMT r i s - 
HCl (PHT. 4) /lmM:r-f-U>i^T^ >railF^ TE^<-y-7T- 
<hB&^) ^?S(-^^L/Co cne.iC. ^n^'no. 2mg/m l DE AE-t^^ 

15 X h^y:}oJ:a'5 OmM Tris-HCl (pH7. 4)^#^-r^D- 
MEM (B7KM^) 1 2 5ml^^t)aU DN A-D E AEx^X h ^ 
^fFlSLfCo ITOOcm^ n-^-^>;U (r.-^>^-y:SS{) T-fe i =i V^^l^ 

^^inU 3 7°CCTi^SL. JF^®^^<=^C0S-1/PM 1 3 0 4 . COS- 
20 l/pM1317.COS-l/pBF-Fc 1 ^ntz. 4 mmk. DNA 

-DEAE7^4-X h^>M^?S^I^*t^ 1 o?4^iym!^m.m (^^y^y 

^7i-^)^>^M±W ^^^-r-SD-MEMl^itilf^^^L. $ t> fc 2 4 BtPal^g 

2 9 
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Ltzo "^(D'^. ^^^pheno I red free D-MEM(FBS. 
(2) shFas (nd29) -Fc®MM 

(Dry h^^y^~ 

5 COS-1/PM1304 mm±m 1 1 ©K^M ( 7 0 %ISfQ) L/ctt. 
U >^«^SA±^fS (PBS) {CML. PBSmLT^S^/f Lf::o n^tlfz 
5 7 m 1 ^mWiM%\^'^\^K y-y 4-:tv -j-f-:fu^>{ 

Y U «y i> (^<-r;t^ -y Kli^ ; 7. 3ml) ti32^Kr^3^ L. 
^(±}L s hPas (nd29) -F c <&[lli|X Lfco ^ h d ^ ("7 
10 iPy ^ )\yi^-^±m: ; ^®^^«3 0 kD) <&ffli.^T|5S^iti©^ffi'\ MLfco 
d^-aii^^O. 9%Na C 1 {C*f LTig*H^L> s hFas (nd29) - 
Fc^ntzo ttz. |«I^{CL-C. hPa s-F c^3|*^L/Co ^m^n<D^>y<^ 

nmit^iymmrji^yi y^m^mnt ltl owr y^s-^pj^Lfco 

n-htlfzm^ ShFas (nd29)-Fc^. 0. 1%SDS 

15 5 - 2 0 h y>'^<&ffll/^/•c5f^ u T y ;i/T ^ Fy>'v±-e«^}*s&^^T 

i\ 2D-m.m^um - ii rm-j d^wb^^D^^isa) -vm^u ^<>v^i^ 
ttsL/co ^M^n^cshPas (nd2 9) -F cmm7t~r'^^2mw^^m^'t 

20 #t,n/-cMMs hP a s (n d 2 9) -F c^. ^i60. 0 5 %hU-7;l/^n 
i^^{CT¥^>fbL/cVYDAC C4.^^A(4. 6 mm 0 x 2 5 c m. -t^-r >^ 
UX^d:^) {C#tL. <:)JI.^T-7^5A<^0. 0 5 % h U ^yl^^og^^tr^Jfe^L/Co ^ 

3 0 
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0. 0 5 % h U ^v'l/^i-oi^^/O'-' 1 0 0 %T-fe h— h U/l^^l^ffl ia 

t L. ^^J\yA 7 7 Aynf^-r >i^-i^J:.Vi^>^'->XT-A- 1 2 0 APTHT 
L/Co fip-^. PTHT ^ y^©^tli<& 2 7 0 n m0^^1^g|5mJ|X{CT?T</\ i^^^le) 

9aS^:>:^LfcN5i55^T ^ y^Sfi^iJ (ThrGlnAsnLeuGlu 
10 GlyLeuHisHisAsp) <£rW LTl^^ C ch*^'5iMl$n/Co 
(3) shFas (nd29) -hing e 

(KohleriMilstein, Nature, 256 
4 9 5 H. 1 9 7 5 ^) Xf^MLfz. in.F a s y ^ v-i-JVifii^ (4 B 4 
15 -B3) .-}-,;l.^;V--b;UD^r-r > (fijb^XlfeyiM) iM^L> "^^{Ciife 

i/\ in.i^ry^~r-^-ti^2^^j^mLfzo 

COS-l/pMl 3 1 7 J§S±;» 1 0 1^. ■7^>'Uhn>^--fe-y h 

1 0 k D ; 7 -7 ^ jv^-nm:> xm^mmm^^ i . 5 1 i tfco ^ 

(D^^i^. mmmi^lM Trls-HCl (pH9. 0) ^^inLTpH8. 0 
20 Km^L. IM Na C 1 ^#t;5 OmM Tris-HCl (pH8. 0)(c: 
X^ib^m-itLtztfLF a s tfCM^y i7 a - ± jUtfii^Wi^^.tT y ^"r -i - ti 
^ UlZT-y^-i Ltzo ti^ IM NaCl^^t;5 0mM Tris- 

3 1 
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HCl (pH 8. 0 ) 3 2 0 m 1 -elJfe^^s IM N a C 1 ^^t; 0 . IM 
glycine-HCl (pH2. 5)-rshFas (nd29) -hinge 
^m^LfZo shFas (nd29) - hing e ^^t;®5>^^->'^ y -f 
j]^hu>:t/if-izjU 0 kD ; y i^y ^ Jl^^-^W ^m^^xm^ 

5 mm=^m\ m^Lfzo ccommm^o. 9%Nac i {c^LTji^ffL. m 

^shFas (nd29) -hinge ^ntzo 

nh>nfzmms hPas (nd29) -hinged. O. 1 %SDS^^L^ 
5-2 0 v^Jiy h VT^ V Jl^T ^ \^'^'JV±xm^-fiicW}'^U 

10 aiL/co m^^tlfzs hPas (nd29) -hing e ti^^ilTcT-^^^-^ 
4 3k DS.O'J^ 2 7 k D© 2 Fi LT. MtcTT'*^ 2 3 k DS. 

2 7 k D ® 2 ^tccD^< > K i LT^i^tb ^ nfco 

±m-vmzmms hPas (nd29) -hin g e^ffll\ ms^tmmi^. 

15 ^2 9^S<&^^L/-;N*«ST i y^BE?iJ^WLTl^'S.Ci/&<5tt$n/Co 

(4) ShFas (nd29) -FCs shFas (nd29) -hingeS. 
C^'hFas-FcOT^^h-•> XtHJ^lJS'tt® Jt^ 

ShFas (nd29) -F cS.O'hF a s - F A 1 2%W^'BOJ-Y \.m 
1 4 W®WC 8«J^C/W4«{C^t-^»lt*®'tt^«iJ-r^^'f4<&*^^i 
20 <!: LTSij^Lfco 1 A 1 2 $fflflS(± t h F a s U > K^^^-T J: 9 'i' 
XWRl 9 L»^J^K$5^$-lir/3«-t;-abO> FLml immt'^'^T. 

Fa s K^^^-^ J: -5 {c^C'X F D C - P 1 m^?^SlE^$-t±-/-cm 

3 2 




wo 98/18487 PCT/JP97/03978 

-^rab-So WC smtih hF a siitll^. W4««-7':7XF a slJtJ^^^^^ 
-ttSct^J-vt^XWR 1 9 L«^Jf^®K^$-ti-/-c»T=*>-So C®WR 1 9 L 

l}aTr*>'So «I^«yStt®il'J^<i. yl/-t'ai E. (Rouv i e r E. ) ^ 
5 (D^jmi^mi^Xn-otz (J. E x p. Me d. , 17 1 9 5 - 2 0 0 

1 9 9 3^) o 5fe-r. 1 A 1 2«lS(mFLml 4«^1 0 %#fi>fl: F B S # 
WRPM I 1 6 4 0 :c ^-ilBlfa<!: L/^o — 1 0 0 1 

CD 1 0 ^^jbFBS^WRPM 1 1 6 4 0 20/zCi©[51Cr]^ 
n h U -t? A (NE N^tM) t^lZ 1 x 1 0 ' BcDW C Smm^fzii 

10 W4»^3 7''C-e2^FBl-r h L/Co 1 0 ^M-fLF B S^WR PM 

116 4 OT^i^L/c^. cnt>®^fflM^^-y'-y hJ^EflSc!: LT^ffl Lfco 
1X10' #1® 1 A 1 2m^Wc.lit 1X10= ii©FLm 1 4 fflSS i ^ - ^ >y hilffl 
1 X 1 0 ' mt^. m^f^M^CD shFas (nd29) -F cS.O'h Fas 
-Fc<h5tLJS®-7^iJ'P^<'^-:/l^- h©^'t7:n;l/4'T-M-^L/co 
15 mMmflOOjLL\izt£;h<iioi:^Lfzo 8 0 0 r p m-Zr 2 \y - h CDM'L'^ 

mn^n^tz'^. 3 7 °C-e 4 ^ra^-r h ttzo l . 2 O O r p m 

X'5ii^fi\^]y- V<Dm'\j^mff'^n^\ ^'^i;i/=t«9±?»5 Oul^^MLXrti 

^>^-^m\^'Tmmm^'^m^L. '^m&^mmmm^^wHiLtzo 51c r©s 

20 -:fj. Mi^MtiiAli-i. ^-fy hmm^O. 1 ^ J; -9 icT r i t o n X - 

1 0 0 ^Sn^-SCiJcJ:«9^^LfCo 

lAi 2mm^^y ^-mfi^tu wcsmm^^-fy hmfi^tctzt 

3 3 
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#s *Jcl:0\ FLml 4 M^Ji ^ ^ -*fflSa<i: L. VJ A mm.^ ^ - y hm 
Lfzt^(Ds hFas (nd29) -F cS.?>'h F a s - F c®#MfilJW 
mWmm^^it^LfztZ^. shFas (nd29)-Fc{i:. hFas- 

F c tib^LT 3-10 i^m^mm,mmmpm^^mL-c\.^fzc 

5 shFas (nd29) -hinge (ihFas-Fc tit^L 

T 3 ~ 1 0 i^m^'mmm.mmm'^'S:^ lti^/zo 

2. FasT>^=i'-X hco^^^M^T^yl/fd^JJ:}- SJi^ 

( 1 ) 'ij^miknmm'er'jvcDrfm 

3 2 0 — 4 5 0 gcDiittWistar^ h (02^:5^ U i^) {-T- 

10 (;^B7^$a^ (^) iS) 6 0 m g/k g ^MJi^rtiS:^ L. L 

/•Co 3 5 "CfC-^^aLfc^ia-^ (I K ED A SCIENTIFIC CO. 
LTDi^) ±l,zmmz^y h^@^m> ^W^^lfl L AX«^ ii^i-Jm^ 

mm. sN-480-7) ^^i^ Ltzo mz-&.mim^ 4 s^rBi-eif L^^M^ii 

15 (m M.um^mm') ^m^^^xit^mmmz-c^^x^tzo 2 ^'^m^^mrnxj^'^m 
< c iT^^^^i^L. ii?s»ft<^3 ^PH^?f ofco ^d^Km.m^m^'Si'^-r ^tz 

ib\z^ nxf1^^k^n^\ :fe;^JSi#M*^^> 1 %i^<>x-7Vl/-#W^S:ft±^7X^S 

(^) $3) ^ffll/^T5o©t7]n-{-55-{^. 1%TTC (i^>fb2. 3. 5. h U "7 ^ 
20 -yUx h^^/U-^A. fa^fe^^Xm (^*) m ^W^S^1^7K4'T 3 7°C. 20 

*/c. imA'i^ ur^^y^i-—^ (cpk) au^fflfc. WMm.\^f^\1^^x 

3 4 



• 
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(2) thFas-Fc OS-^ 

fchFas-Fc (hFas-Fc) it. mmm^tiim'j^mm^'w O 9 5 
/ 1 3 2 9 3 cD^jfe«?ij 1 izmm(D:fjm^'iit'^xm^Lfzh(D^^m ttzo o. i 

t^^L/Co hF a s -F c 1 mg/k gJS:#S^^5^?lK :3 > h a 8 i 

10 ( 3 ) ^^n^cD^mmm,. ^mm. mmm<^iRm 

m^W^} ©iiJ-^{iOT®:^}*'^^ttiL/co (±®> T®) {-ov^ 

ll^^Sim^ (SHZ 1 0. ;tU >/^°X^^Xl| (tt) M) ^^^(DM^^^ 
15 a^litf V7 h ( I m a g e C omma nd5098. 4" 'J V^^'X^t^Xll 

20 ^^As Bt-t^tm%m(D&mm=o. sx (a + b) x-KjK-sttaT*> 
(4) /^l^a2^{CE&*^>^#JtMm ^mi^. mmm(Ditm (%) ©»tti 

3 5 




wo 98/18487 PCT/JP97/03978 

m (%) ^^il^^2^(Cc^J6'S^^i^llQM^©lt^ (%) i Lfzo mW^. jSitofl^. 

5 (5) \m.^^\^T^y^±-'^ (CPK) « 

M^^CPKiiii. CPKt^X h'7 3-*5J;(:>\ ;?t— h v ^-!f- (COB 
ASFARA. 0'y->^1iM) ^ffll^T?|iJ^ L/Co 
(6) 

h F a s - F c tS:^S¥®^MS{-*t-r (%) W =i > h n - 

10 ;l/e^J;iD ^>{&*>ofc (EI 1 3) o */c. h F a s - F c i> l^Tf- 
y^^-- tf (CPK) ^'SiKiiri V hP->'mJ:«9 (HI 4) o 

mum 3. hFas-Fc OStt^M 

(1) 

7 ili^OiHt'tt I C Rv^^X (B^J^J^XiyUv/- (^) ^) {Ch F a s - 
15 F c 2. 5mg/k g^^B 3 BPam^rtJCiS:^ L/Co mS¥{C«^S:^:^7K^ 
^^Uzo ^^-^^mBi)^^. JS-^*^7©SBt-t:\ iiB^^^fi^PJ^ L. hFa 

m^m^fzo 

20 ( 2 ) 

3 ara1©h F a s -F c 2. 5 m g /k g®M^rtS-^{ls -I^S^ocfcO'fl^ 
mife{c^#<^S.{^^^.f*^-o/Co ^iMJcfcl^-ri^hF a s -F cS-^JCj: 

3 6 
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(1) m^^^^o-wmm^i 

m^^'y:^t LT. Mtt. 6 MM. B D F 1 ^"i? X (B:$:5^ U 

^ (;^) , 5 0 mg/k g^i8:^L#M«IJ^il*L/'Co 

(2) m-^^'i^xi^MU >^^°i$®l^^*^J:(0'?t±v'^x-\®^*t 
#^^v«t7Xi LTiitt^ IMU. C5 7BL/6-7'i'X (H*^i'-^U 

10 ^) c}3Tt°>-fe-y h^ffli^TttcLfd^. MjL-l. n^titzmm^o. o i tm 

h U X- 0. 7 4 7 %i^itT y'^^^y l^^^^l^W^ML^sM^(D^^miiSL^ 
•tirfco ao/::»<&vN>:?XfS-e^5fe;^Lfcfc©^#t^-7'^XS5femU V^N'^i 
L. MK!i®->^D;i-.x>' r ^ KS:# 1 B^^®?i±v'^x^c 3 x i o ' iH/'^'^^x 

15 (3) hFa s-F cCD<am^tt 

^^•:;'T^Xi3^J|$l!i'; >^■?J^^^©SS;6^^>. hFas-FcK 3. 

fzo fl^. 3>hp-;lxg¥{C{ihFa s-FcOf^lRfST^SO. l%\zhitsim 

20 ^iln = 5 t Lfzo -eoM^. n > h P-^l/e^fCiLi^LT. hFas-FclO 
mg/k g^-^i¥(.c^^BifeMS^^?!>^^.i6«^n/c (El 1 5 ) o ^fz. Wm.WP 

^mm-Tr^-^tzo 

3 7 
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5. shFas (nd29) -Fc^SC H Oi^HSS ( C H O ( p M 
1304) 72-105-55) ©fp^ 

(1) ShFas (nd29) -Fc ^mM^WO^n. 
:/^X^KpM1304 16/zg^5. 5 // 1 © 1 0 mMT r i s -HC 1 
5 (pH7. 4) /I mMif-U>i^T ^ >KS^^^?i^{C^^L/Co Ctl<i^CF- 
12Nutrient M i X t u r e (Ham) ^ilb (G I BCO BRL^: 
M ; OT. H amF 1 2^itt^ir^ ^ 8 0 0 /z 1 Ktl^^olM^. m^AtL 
fzo L i p o f e c t AM I NEI^^ (G I BCO BRL^tm) 9 6 U I 
{cHamF 1 2J§±te8 0 0 fi \ icU^J^olJQ:^. mi^BtLtZo MiikAt-i^i^ 
10 B^M^Ls ^iia-es O^P^-r h^. H amF 1 2^i&^6. 4ml 

^in L. DNA-LipofectAMI N EM'^^'^i'^MLtZo mB 
(C, 1. 2X10'^®CHO D X B 1 1 IfflflS^ 1 0 c mO -> - U 

{c*t;LjlA^/c fc©^H a mF 1 2 ^ttfe-e^^^l^. DN 
A-LipofectAMI N EM-^^ 8 m 1 ^miJULfZo 5 %COz / 
15 9 5 %a i r#^Ts 3 7 7 . 5 ^PhM DNA- 
L i p o f e c t AM I NEZS-^?S^I^*L. 1 0 't; vfl^M?t 

(JRH B I OSC I ENCESit^) #WHamF 1 2^itfe{cSmL. 
2 4 ^PhI^S Lfco #J^. 1 0 %4mit^ iym}^Stm^mB a m F 1 2 ^^iz 

^^L. 2 4 mm^m^^ lo^.io^^io^-is/iGmi 10 %$mit'y 

20 v'flSISlfiim^WHamF 1 2^m/ I 0 c m<D -> + - U{Cfj:a =fc -9 ^^it LfCo 

-e® 2 10 %imitmMx^ i^B^i^itom (g i b c o b r li±®{) #wm 

inimum Essensial Medium Alpha Medium 

3 8 
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without ribonucleotides and deoxyri 
bonucleotides (GIBCO BRL^iM : OT> MEMa (-) 

(Dm. z ttzit A Bmi^ 1 o%4mitmm^i^m]^!SRm^'HMEMa (-) 
fzo c:n^;6^^>. mm>h(D:fjm m^m^. vo i. s no. i i 19 8? 

1 1 0 8 - 1 i 1 2 H) {CtifeCK shFas (nd29) -Fc 

^^i/>; y^^y^^ffl^,^T^^--=:.yrL. 48/^7"u-h (NUNCliM) ^ 

a (-) IgifiTrlgi-tfe^^L. 3 >7>H/j:.> h{C/i:5<hxy-;bT •y'T'L/Co 6 
T^U-h (NUNCttM) ■V^>yjly^>hicfl^mMt'C\ mJi^^^MML 

fz mmm.'^ 2 . 5 X 1 0 ^ 5 0 0 1 10 %imimm^ i^^-^^Mm 

#-WMEMa a-:) mm/ 2 A:^':fU~ h (NUNC*±SS) {c:^6;tTfii 
15 ^ii,^. 2t/-c{i3Bm{C±?»^Il|ilXL/-Co ±?*4'®shFa s (nd2 9) - 
FcM^EIA-eaiJSL. ^m.m(DM^'W (CHO (pMl 3 0 4) 7 2 ) ^il 
iRLfZo 

(2) ilfe^liiJSJ^ct shFas (nd29) - F c i^^^^ (CHO 
(PM1304) 72-105-55) (Dj^U 

20 mmh>(D:ijm mmm^. vo i. 5 no. 1 1 1 9 s 7^. 1 1 0 8- 

1 1 i 2M) V M-'^-fe- h (MTX) l^X^MB^Mm'^^u^K sh 

Fas (nd2 9) -F cMMmW^rf^ttZo irUt>^^ CHO (pMl 3 0 

3 9 
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4)72 ^fflfla^ lO'slO^.lO'^ii/lOml 10 X^mitM^^y i^fl^ 
l^llll^t-^WMEMa (-) ^^/l 0 cmO'^ ^ — Ui^^l^^O^^J^^- SB 
5nM MTXCLederl eM) 1 0 Ximitmm'O S/S^My*^ 

WMEMa (-) ^mK^^L. m^l-m^^^^i^f^o ^(OWl. 3t/c{i4H 
5 ^{c5nM MTX<&#tn 0%#i!l'fl:^*lf'^7->i^!aifa?*#WMEMa: (-) 
i-tllTj^m^^^'Si:. Jf!^2MBr^cj:«9 5 nM MT Xiliitte«® n P-r^-y&^- 
ff^^^tl/Co Jg-lP*. CHO(pM1 304) 7 2fflBSgXm<!:|Wl#®>^^-e. 
5nM MTXlf'tt^s hFa s (n d 2 9 ) — F cj^^^« (CHO (pM 
1304) 72-105) ^^f/Co l5ia®^^'P^^'9ig-rc (h-t?. 

10 5 0 nM MTXWtt=l*s hF a s ( n d 2 9 ) - F c i^^^^fflflS ( C H O 
(pM1 304) 72-1 05-55) ^UfZo 
^Sfe^je. CHO»^fflV>/c s h F a s (n d 2 9 ) - F c 

omm. 

(1) shFas (nd29) - F c ^i^C H Ott®^« 
15 m.mm 5 -e^^S^L^cCHO (pM1 304) 72-105-55 

a 6 0 0 0 c ®-tr;l/-7 r^hU- (Nunc t±M) {:i±i5iii&i-lll i LT 
5 0 n M MT X^W I B L M e d i a I ( (^) ^^^tJW^P^'rM) ^ 
2. 3 X 1 0 ^ i@/cm^ i^i:^cl;-5*t;iiA;?^. 5%C02 /9 5% 
a i r#:£T> 3 7 6 HFe^^ft LfCo 3 >7yW:i^> h{C/d:-^/c©^«SIS?t^ 
20 Igm^IBL Me d i a I *^^>^ >->^ U >i >X7^ y 

(^i^igM) {C3S^LfCo 5%C0. /9 5%a i r^^^T. 3 7°CT-4BPHlig 

4 0 
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(2) CHO«i#«±?t*^t>® s hF a s (nd2 9) -FcOffl^ 

mmmi- (2) tmmo-^ji:'^^±m<Dmm±mi}^i^. fu-y^^yA^a-^h 

^'5 7^ -;$-flBl,^Ts hF a s (nd2 9) -Fc^ffiML/Co 

5 m-mm. shFas (n d 2 9) -F c®#ttlS;^ 

shFas (nd29) - F c (Om^'^m^^hf^^i^^ ^'^^ 6 MM. 
BDF l-T-^^X (B;*:^-^-;WXU^<- (^) S^) s h F a s (nd 2 9) - 
Fc^lO. 3 Omg/k g©fflM-C2 S{C1 iHl. 1 2 B Fb^. it 7 InlMi^M*- 
tS:#Ls '?r©i^#<&li-^/::o H^ti^i > b ca->'l'^- shFas (nd29) - 

10 F c 1 Omg/k gS-^H. ShFas (nd29) -Fc3 Omg/k gtS^ 

3 Omg/k g<t^-SfcJ6{C. 3>hD-7Wc(i3 Omg/k g®t Mfil?tT 
^l/^i shFas (nd29) -Fcl 0 mg/k gS-^^{-{^ s hF a 

s (nd29)-Fcl0mg/kg<ht hMTyU:/ ^ >2 Omg/kg^. 
15 ShFas (nd29) -Fc30mg/k gS-^ilJ-iis hF a s (n d 
2 9) -Fc3 Omg/kg^tS:#LfCo i^^l^^S*^'^. 2BJC1I1I. -f^^MiliJ 

^PML. GOT. GPT. ^UT^-y'^m^LfZo ttz. UMmT^ik. 

^^f^'\ m^i^^^^^m.^ ™^ ©^jt^p-^ 

20 /Co Mm©S'J^{iS y s m e xihcDgMM^^gK - 2 0 0 0 

T^To/Co GOT. GPT. *5c}:0'^UT5^~>{i^- hT:^^^-9^"-C0BA 
SFARA ixnyiy^nW ^m^^XM^Ltzo 

4 1 
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10.3 Omg/k g©shFas (nd29) -Fc^2 Stcl 

iHi. 1 2bph^. w\-7^^^^im^LThPf-mmi}Q. imm.. Mm (got. g 
PT) . mm (^uTf--» . ^©ffliiSBi^ ammi^pm) ^(D^Mumm 

(1) shFas (nd29) -Fc ©■^'i? Xjff l^^^iumffl 
C57BL/6Cr SlcT-^^xCii. 9 S^^^XJiyl/i/-;^^^*!: 

10 m 1 <DziS{cnj:^=fc-9{-^S:ft:J^7K«-^^L/;^o t°?t->^<^7"'J •i7AT^T-x 
( P . a c n e s s ) iJQf^^B ( V tr'-f A y ^ t!? n - 4? u - 3 v:^: 
$3) ^<&M#M5&^t> 0 . 2mlg:-^L/Co 8 B^fC. ^Sfe^J 1 -epiSL/c 
shFas (nd29) -Fc ^^^m. ( 0 . 1 % t hlfEy*T>'U7' ^ V^W^ii 
:fe±g7X) -^^^IRL. 0. 3mg/8m 1/k g. 1 m g/ 8 m 1 /k g^fflaT 

15 mBMyb^i^iSi^Lfzo nmmi^ii^mm.^^^Lfzo 5^m^ 5 g/m i ©a 

.g, ck 9 {c^S:^±g7KTiii!{ L U yf^yf^V "7 ^ K ( i^'-^^i^) 
0 . 2ml MJ3^ 1^ {ctS:-^ L tzo V 'f> U -9- «v 7^7 -5 Kt^^ 8.24 BtPe^^t (::HB/S 
t^^l % H 1 <&$gifllL/-Co ^^ifaL/cM^fi 3. 8%^^>^:^ h 'J -i? A7K^ 

^8. 3 1 ijii-^^s 3 0 0 oiHife. 1 0 55'rH1M>^:^L/co M'tAik. ni^titzM. 

20 ^ffl^^T-^^:^X3 0^-e^^#L/Co GOT. GPT 

GOT-FAf-Xh'713- mimM'lMW^'^nW . G P T - F A 

4 2 
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=i/<X-7r^) ^m^^rm^Lfzo ^(Dmm. shPas (nd29) - 
F c 1 mg/8 m 1 gJS:-^l|(C;fel^TG 0T*5J:O'G P TOifi^^MSI® 

(2)shFas(nd29)-hing e © XffFI^§ffl]$iJfFffl 

ISM. shFas (nd 2 9) -h i n g e^#S¥®GOTfc^t/GPT®{itii 

9 . til t h F a s U Y^WOW^nm^^-y' ^^-^"^ ^^^^^^ ^"^^ 
10 ( 1) Hfl^^^T';U-7'i7X<Z)fFM 

titt. 5ilft$. BALB/c-^-t^X (H^JiXJiyUi^- (^) M) ^ffl 
V^/Co P^'i' X{C 5 . Omg/mlcDP. a c n e s ttl^^M ( R I B I 
IMMUNOCHEM RESEARCH. I N C. ) #W^S:^±^7K^M#M 
;&>.^0. 2mlS-^L. 1 0 B^J^h h F a s U > K«^1>^I^^ 0 . l%t 
15 Vimrjvy'l >#W^S:ftJ^7X-e 5 O ;cz g/m 1 {c:?^|RL. S^Mt!?^'^ 0. 2 
m 1 iS-^-T'Sc: iT-JFFI^#^-T^^U'7'^7X^fFMLfCo ^j:4o. t h F a s U K 
^fflSa^i-M^ti> t°^T (Pichia pastoris) S#ffl-7°5X i 
KpPIC9 (Invitroge n%±m t h F a s U :^'y Vm^^WL 

;^z2-Y-r^'D^h^m^^^^/vtm^-:r3 7.i ft. e^r^-sG si i 5 

20 ;i$^(Invitroge n%±m) ^J^Kfe^L. t# t>nfc?]^gli^^4i<^i^«±?* 
;&'^>. 8 0 %l&fnffiS^J^IlT. hFas-Fc^^-^o-r^>A--tr/l/0-7r^ V 

4 3 
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^Um^^<ontz C^i-ti M. Nature Medicine. 2 
3 1 7 - 3 2 2Ks 1 9 9 6^) o ttz. ffl^4tl^aiM^i^r^#W0 9 5/13 

2 9 3 ©^wji 8 icmmfD-^mm-oxm^Lfzhohmmi^mm-c^ 

5 fjK&®^fe#-tF E RM B P- 5 5 3 5 CD/N-r 9 1 9 - 

9-18 {Cct ^^^^nS-^'^^Xitt h F a s U if ^ K^^ ^ ^--f-JVifiW 
F 9 1 9 - 9 - 1 8 Ltzo Inlh h F a s U if > K-ty ^ ti-i-jVin.W 

F 9 1 9 - 9 - 1 8 t^-^HJCti. t h F a s 'J Klffl^S^i^I:^^:-^® 5 ^mi^ 
F9 19-9-1 8^0. 4 mg/k g*)Sl.^ii 1 . 2 m g/k gM^M^^i^lS 

10 Lfco =1 > h o irC t h F a s U t^?" > KtrL^O^fK?^'^*) ^ 0 . 1 

=3 > h p-yw^iiF a s u mm^mm.ik^ 8 ^Fam^-ejc^^ij^t 

L/c*v irCh hFa s V tl' > h'ifii^ 0 . 4 m g/k gS^Sf® 2 4 Nrram^^^^ 
^{i2 0%. tat hFa s Vif>Vm.Wl. 2 m g / k g jS-^lf© 2 4 ^Pa^m® 
15 ^#^1 0 0%T*)ofc (Ell 6) o 

l O. tJt^t^XF a s U Kin:<4i^©i^»<^t/^^s i^M 
( 1 ) irC^'i? X F a s 'J 7^ > Vin.W(DY?^ 
pj^M-^'i^XF a s UTyy KWX 2 (J. Immunol ogy> 15 7^. 
3918-3924 1996 ^) ^^CD'^'t^XF a s Vif> Ftt^V^I^i 
20 ■7't7XCD 4 0 'J ^'V F®»rtfm MmiiMJ^*5J:t>'W^1^^i|c©-^ (N 
^m^ihl 8TW^) ^^^L/-c^7<-5MeM^='- K^^iilK^^t 
^>y>_,>g >:7^^^_ (EF) -fx:i^-i$^(DTmi^^-t^-^^^^ K^fpML 

4 4 
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fz ilXiy-^-^if^ (Mi zushima-Nagata) s Nuc 1 e i c 
Acids Research. 18^. 5322 H> 199 0^) o ±M-f 
^7.1 K<&WR 1 9 L«{- >X7xi^ h L. ilffl«SJ^±(--7'^:^F a s tf 

L/C 1 X 1 0 ' 4 0 LFL^ryi/^ ^T/^Ax^ -oj^T«::*S:^ 

L. 1 >^^^t{-P B S{C51/^L/c 2X10' 'il®W4 0 L F L^J^TCS-^ 
LZ-Co ^-^iCl X 1 0« {@©W4 0 LFL^7-y h 

10 3 -X 6 3 -Ag8-Ul (P 3 -U 1) <!:»Bi^t/-Co HATigi-tii (t^^ + 

■^(D^t^h. ^©±g^ft±M4'{-"^'t7XF a s Ff-cfc-S/iiW^tt^^fn-r 

a^tt^W^-S^N^T/U K--7FL IM4 (#4-2) . FLIM23 (#23 
-2).FLIM58 (#58-11) ^t#/co 
15 (2) FL I M5 8 (# 5 8 - 1 1 ) ®^^*5J;0'ft^ 

/N-r K--7# 5 8 - 1 1 ^Ml(ll?tl§ililH ybridoma-SFM 
(GIBCOBRLy:) J^TlgSL. ^©l^«±?t^-^o t-^T > - A ^ 5 A 
(PROSEP-A. Bioprocessingt±) TitML. ftMtnC^?^ 
FLIM5 8 (#5 8-11) ^lifCo Mfizi^ti 2 8 0 n mOPJ^^i^cl: «9 ^tb 
20 L/Co 
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mmm l l . -^-i^X^SctU^^ y hP a s ^Jify KJc^t-S^^'t^XF a s «; # 
> Kit#:# 5 8-11 (D^mf^^ 

^^^i^xF a s Ktn:#:# 5 8-11 CD4>fnStt{iS^#s^tb®FiJ»-f- 

WO 9 5/1 3 2 9 3©^WJ{C|B«fe^nTl.>^:^j4i|pI«|{Cs ^ ' C r 

(1) J-:7i:^^-«£DpM 

it-tt. 7ii^. iCR-7'5'x (a2^5^-t'->'ux';^<-) fc<fct>\ ii'tt. i lii 

Wistar^-yh (B^^f- -^^ ->'^X U ®M)ia^^»J 4 cD:^i4 i 

mmimmLfzo x i o « ^ixm i (Drnmimmt. 4 o u 

10 /m 1 m^X-Mt hIL-2 (BoehringerMannhei mtt) 
t>' 1 0 %#i&^bF BS (JRHBiosciencestt) ^WR PM I 
1 6 4 (G I BCOBRL^t) {CT. 5 %j^M:^-X??^T 3 7 "Ct:— Bfeig 

1 0 n g/m 1 PMA (S I GMA14) ^J:ZJ^5 0 0 n g/m \ ^:tJ-^^ 
15 v'y (CALB I OCHEMy:) ^»L. $ ^>{c: 2 B#ra^lt« Lf^o MS^InlilX 
U 1 0%#i&'fbFBS#WRPMI 1 6 4 OJ^itbfcT^Jfe^lt. 2. 5X10' 
^Xml inc-Zxfc-^ 1 0%#Nt{kFBS#WRPMI 1 6 4 omMizmmL 

(2) iJ'-y-y h«®Ilfi3 

20 mmcDmrnmrnMrniam's^mm^wo 95/13293 iztm^ 

%^«W4«<&ffli.\ 1 0' ^®W4«^2 0 /^C i®''C r- ^PA^ 

4 6 
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-tV^J^A (NEN*fc) ^^VRPM 1 1 6 4 0igife^ffll.^T3 7 VC 5 
7^ X#:£T-e 2 mr^mm L. * ' C r aii L /-Co 
(3) ifi-^^XF a s Ut^'V Kia^*:* 5 8-11 0-T'^X*Jj;CK^ h F a s U 

5 ±iE©^'tt>fkT'^7x^^i^{i^ -y hji^ifflfls 1x10^ micm^<Dmm(Din. 

■^^XFasVify KirL#:# 58-11 ^^^JP 5 7^/'X#:ST-r 
3 7 °C. 3 0 55-PHlit« LfCo mz±m(D'' C r "e^l^ LfcW 4 »^ 1 x 1 0 ^ 
#I<&j^JtaL. 8 0 0 rpms 2 :^rH1cD3g>i:^ms 5 %j^^:^"X#^£T 3 7 "Ce 4 B# 

Fh^j^s L/co 1 2 0 0 r p m-e 5 ^^^PbI^/Cn lt?# t)n/-c±m4'i?^" c r m=^m\^ 

10 L> tn:-7'!7XF a s U tf> Y^'ijii^# 5 8-11 ©^H^IH-^fCo tfCs ±^<Dm 

#-e*'Sc<^:^5i^^^6-5/c^6{c. iJt-^'^xF a s Kin:i4:# 5 a - i i iiwi 

1t®^?4{-TBI^#fPfcbilS-§-P CT/J P 9 7/0 1 5 0 2{ClBa$nTl^^ 
F a smmi^s hFas (nd29) -F c^^^lPL. T >y -tr ^ ©Utt n > 

15 h u-;bi LTfflO/::o If t>n/cMm(illll#l^fctll5r^MS-^W0 9 5/^132 
9 3{C|atfe$nTl.>'5''C rCDiSil^J^achLfcT-y-fe'f i|5l^O;^^{CTMtlT 
L/Co ^(D^m. IS-ttr^y ^p-;l/<^LTffll^/cs hF a s (nd29) -Fc 
l>mmt-^^^^.i:.V^^ y l>ll$m{Cj;6«lt^yStt^0. 3 /z g/m 1-3 
//g/ml0PHlT-ffl«^fe#6^{c«lJL. ffl^,^/c?£'&>^l:v'^X*>J:C/^•y hMM 

20 « F a s L ^#6^ C t i)^m.m ^ tltzo * /c. St vi? X F a s 
Ftn:^;^# 58-1 IfcshFas (nd29) -Fc tmmiC. ^"^Xfe^ 

o*^ «y h (Df^mtmmm(DmmmmiS^'^ o. os/^g/mi — o. s^g/ 

4 7 
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m 1 (Dm-vmAm^mi^nmLfZo -tUty"^. m-^^:^Y a s 
#58-1 1 (i-7't^X*5J;0'^ -J h F a s U ;^7"> K^PISL/Co 

1 2 . trCvi^XF a s U iS> Y^W^ 5 8-11 ©#'f4l^^ 

(1) 

5 iltt. 8il4$> DBA/1 J^'t;X:fecl:C/C 3 H//He-7'!7X (B*^i'->'l/ 
XU^<-) ^ffll^/Co it^'t'XFa s U^^/y Kin:#:# 5 8-1 1^1 0 Omg/ 
3 0 m 1 /k g®ffl«:T:-JS#»t>tS:-^L/c:o ^/c^ > h o-ybg^Jc^^S^lt 
7K <&3 0 m 1 /k g®ffl»-eMfl^»-'^i^-^L/Co 2|i©^^<h^5 

{C^gf n = 3 (h Lfco IS^R«rBl<^ 7 BPa^i i*:Mi'J^. 

10 Jla;^. lfE/J« . ilEfS^^b^fi^^S (GOT. GPT. ^*^^) . ^ 

(2) 

trL-7't7XF a s U^^'y KJrL#:# 5 8-11 ^-^?¥©^S:-^^t®MitAa. iftt^^ 

a^=^*i6 i^^^m.-. ems Jla/J« . M^^b^s^^fiit (GOT. gpt. 

BfrM,{C:^ol^T^>^rL■7'^7XF as')tfy Fia^:* 58-11 

^Sfe^l 1 3 . tnl-T-^XF a s U KtrL#:®>ll^jtlfES^«${C^-r -S^^m 

(1) 

F a s 'J > Kti#:# 5 8 - 1 1 0 . 1 % h hMT^l^-^' ^ y^m^M^myk 
{CT^IR L. lmg/5ml/kg ® ffl*-^. S^^ft^i^E^iC ^ -y h 

4 8 
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tn.W (Cappeltt) ^lmg/5ml/k g Lf^o #58 

- 1 1 sm. 3 y h p - 3 i Lfzo mmm 2 1 mmcoyjm-r'^wn 
^mmMRi^. ^m.mm. mmmcDmi^. :^j:zf!tiLm^i7 i^r^y^-f--^' 
5 (CPK) m^mmtfzo 
(2) 

m-^^y^F a s Vtf> Ktn:#:# 5 8-11 ^-^S$©J^M:®{c>(tft-^ig^fI^ 
(Dit^ (%) iiu y hD-;l/l¥ct«9 t><a/&^ofc (Ell 7) o tfz. ia^-i^xFa 
s Kin:^4:# 5 8-1 H^^UcDMm'PC P KUit^ > h ^ -JmX'O hi& 

10 1 8) o 

mMM 14. ^ -t? X G V H D ^■T-VKc4o( -SiJtv X F a s U 79" > KirC^*:®^ 

(1) ^t^vt/XCDWWM 

Tti^-i^xi LT. emm. DBA/2^'i;x (H^^f- i'-yi/X 'J 

15 (1*) ) ^m^'fZc ^^iv'i'XCDfltlSrtJCS 5 Omg/k g © <> P ^vX 7 r ^ 

(2) #t^-7't7XS*fl^iiU >^N°i^®iif»i:t/?t±^'i'X-N.©^*l 
^^-^-t^Xi LTitt^s 7 --8^14^. BIO. D2T'i7X (S^^je-X J:.y^>'- 
(^) ) <&ffli/^/co #^-^-7't7XcDWIic<&^N>^x?^ (H7K^^ cm ) c^^Tt'y 

20 -fe-y h^ffll>T(5<- L/c^. ]^^C^L. f#^n/c,fflfla^ 0. 0 1 7MbUX- 
0. 7 4 7 %J^j!:T>^-t?A^?g4»{cML^l!ilJ$©<?^^^Jl[l^-a:/-Co ^ofc 
m^^^>^^x?t-tri^#L/c^>©^#t-^•7't7Xfi^WSiU v^N'J^iL. tO^®-> 
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^ n7fxX'7 T ^ FS:-^ 1 B^®^g^-T^X{c 3X10' my-^'y ^M^M^^ih^ 

(3) tnlv^XF a s 'Jt!?'^ Kin:^*:# 5 8-11 om^mU 
m^^r^xm^mmV y^<n^m<D3 O^HUJ-. 1 Omg/1 Om 1 g® 
5 tn;-7'i;XF a s U:^'> KirL#:# 5 8 - 1 1 -SI ^}iJE^^^ Axis' -jfll?fSJfcWiS 
I gG (C a p p e U±) ^Mf^Md^'^S-^ li^^^p-^fco iieirC 
i$:©ft:b«9{C$L#:?^f?^ST*>^^aAJ^7K (^^^M^) 1 Oml/kg^. 

X^GVHDItttf¥i L/C (#^i^in=8) o ^©M^. mfflSS^^Tl 8 0^{3 
10 fc{t'S^#${i> GVHD|^tti¥6 3%. Inlvi^XF a s 'j7!7-> F!n:i*# 5 8 - 
1 lS-^i¥6 3%. 3> hP-;bin:#:iS:-^^3 8 3 y hn-;uifi:^2^ 

i&^m(D^^mt(Ditm^^^. m^^y^^F a s 58-11 ^-^if 

{cGVHD{cfc{:}-^^#^^#55!;^*<ISi6i^nf2 (El 1 9 ) o 

Mtkm 1 5. irLT':7XF a s h'tfii^(Dm&]!mmm'^'fMzi6if^m^ 

15 (1) W^jfliS?ii5^^x;^®fPi^ 

mm^mmLfzWi. :&mnmmm^^ u-y:/ (vascular clip 

AS - K mfOBtttXH) ^ffll^TWL. JtJfam^iL/co 3 0 5^^^^ U -y 
20 ■/^(it-"L«^#«L/'Co lfE^SM?i»lt® 2 4^PBm. JK^:;^#MJ:<9^ 

xr5'^:^CRE5 5 s (HS^D^ T^-f X) J^^^S^SiJ^fi^^M^B 7=- 

5 0 




wo 98/18487 PCT/JP97/03978 

Xh^ri- (fpm^XH ) <£rffll.^T:t- hTt^-^^if- (COB ASF 
ARA. n-yv-^) iC^fOMl^LfZo 
(2) tnC-T'i'XF a s Vtfii^# 5 8-11 

iiv^XF a s > Kln:#:# 5 8-11^0. 1 %B S A (S I GMA) ^ 
5 W^S:fe±^7K{3T#f^ 0. 3 mg/ 1 0 m 1 y k g^-Sl^ti 3 mg/' 
1 0 m 1 g©ffl»T»J»lilM-^lla{tfu*5 c):C>'S?iM^{::#Mf^S^ L 
fzo ^j:*5> 3 y h p 0 . 1 % B S A^W^S:^±g7K^J8:# L/co -I^^^t 

il(i^WMtti Lfz'ik. ^M'^mt-^irK 0 . 1 % B S A#W^SAJ^7K^i^-^ L 
/Co 8{Woc!:: L/Co 
10 ( 3 ) 

trCvt/XF a s U>^ y K4n:^*:# 5 8-11 Smg/'k gS-^f¥©ifam^ UT5^ 

^m*^Ma6t>n/c (1112 0*5 1 ) o iii±(Dmmt. :^m^m<Dm^'f'm ■ 

15 /Cs :$:^BJ©^0i^E;^ • f^mMii. 1= {J^^i: < i F a s 

/F a s U F?^®^^fPffl^«'J-r'5 Ctl^Jii^m^ii-m^ihntS:\.^o 

Fas lzX?>iy^'i-J]y(Dm^xm^^=^MWxU Fas/FasU^'^ Kl^®^ 

20 7&<M-^^^^.ll®y&it{-W^-^*>6o 
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a s Vif> K^tD^tlfPffls Fas ^^"T 'SiBJiS^^s T 

5 ir. {}^fl< thF a sXF a s V iiy K^O^^^fPffl^iW^iJ^S C <t J: 
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mm 



iE^iJ#-^ : 1 
le^ijOS^ : 3 8 1 

5 Mm(Dm : mm 
nmcomm-- cDN A to hirna 

ATGATGTCCT CTGCTCAGTT CCTTGGTCTC CTGTTGCTCT GTTTTCAAGG TACCAGATGT 60 
GATATCCAGA TGACACAGAC TACATCCTCC CTGTCTGCCT CTCTGGGAGA CAGAGTCACC 120 
10 ATCAGTTGCA GGGCCAGTGA GGACATTAGG AATTATTTAA ACTGGTATCA GCAGAAACCA 180 
GATGGAACTG TTAAACTCCT GATCTACTAC ACATCAAGAT TACACTCAGG AGTCCCATCA 240 
AGGTTCAGTG GCAGTGGGTC TGGGACAAAT TATTCTCTCA CCATTAGCAA CCTGGAACAA 300 
GGAGATATTG CCACTTACTT TTGCCAACAG GGTAGTACGC TTCCGTGGAC GTTCGGTGGA 360 
GGCACCAAGG TGGAAATCAA A 381 

15 

mym^ 2 

: 4 0 8 
mnom : mm 

SE^iJ® jgH : c D N A to mRNA 

20 nm : 

ATGGATTGGG TGTGGACCTT GCTATTCCTG ATAGCAGCTG CCCAAAGTGC CCAAGCACAG 60 
ATCCAGTTGG TGCAGTCTGG ACCTGAGCTG AAGAAGCCTG GAGAGACAGT CAAGATCTCC 120 
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TGCAAGGCn CTGGGTATAC CTTCACAGAA TATCCAATGC ACTGGGTGAA GCAGGCTCCA 180 

GGAAAGGGTT TCAAGTGGAT GGGCATGATA TACACCGACA CTGGAGAGCC ATCATATGCT 240 

GAAGAGTTCA AGGGGCGGTT TGCCTTCTCT nCGAGACCT CTGCCAGCAC TGCCTATTTG 300 

CAGATCAACT TCCTCAAAAA TGAGGACACG GCTACATATT TCTGTGTAAG ATTTTACTGG 360 



nm^^ : 3 
nmom^ : 3 8 1 

10 Se^iJCD^II : c D N A to mRNA 

se^ij : 

ATGGAGACCG ATACCCTCCT GCTATGGGTC CTCCTGCTAT GGGTCCCAGG ATCAACCGGA 60 

GATATTCAGA TGACCCAGAG TCCGTCGACC CTCTCTGCTA GCGTCGGGGA TAGGGTCACC 120 

ATAACTTGCA GGGCAAGTCA GGACATTTCG AATTATTTAA ACTGGTATCA GCAGAAGCCA 180 

15 GGCAAAGCTC CCAAGGTTCT AATTTATTAC ACATCAAGAT TACACTCAGG GGTACCTTCA 240 

CGCnCAGTG GCAGTGGATC TGGGACCAAT TATACCCTCA CAATCTCGAG TCTGCAGCCA 300 

GATGAHTCG CCACTTATTT TTGCCAACAG GGTAGTACGC TTCCGTGGAC GTTCGGTCAG 360 

GGGACCAAGG TGGAGGTCAA A 381 

20 nmm^- 4 

@e^ij©:ii$ : 4 0 8 



5 GATTACTTTG ACTACTGGGG 



CCAAGGCACC ACTCTCACAG TCTCCTCA 



5 4 



# 



wo 98/18487 PCT/JP97/03978 

Se^iJOjg^ : c D N A to mRNA 

ATGGATTGGG TGTGGACCTT GCTAnCCTG ATAGCTGCAG CCCAAAGTGC CCAAGCACAG 60 

GTCCAGTTGG TGCAGTCTGG AGCTGAGGTG AAGAAGCCTG GAAGCTCAGT CAAGGTGTCC 120 

5 TGCAAAGCTT CTGGGTATAC CTTCACAGAA TATCCAATGC ACTGGGTGAG ACAGGCTCCA 180 

GGACAGGGTT TCAAGTGGAT GGGCATGATA TACACCGACA CTGGAGAGCC ATCATATGCT 240 

GAAGAGnCA AGGGAGGGTT TACATTCACT TTGGACACCT CTACCAACAC TGCCTATATG 300 

GAGCTCAGCT CTCTCAGGTC TGAGGACACG GCTGTCTATT ACTGTGTAAG ATTTTACTGG 360 

GATTACTTTG ACTACTGGGG TCAAGGTACC CTGGTCACAG TCTCCTCA 408 

10 

mvm^ : 5 

nm(DR^ : 1 1 8 2 

mm(DmM: cDN A to mRNA 
15 : 

TTTTCnCCA TTTCAGGTGT CGTGAGGAAT TCACCATGCT GGGCATCTGG ACCCTCCTAC 60 

CTCTGGTTCT GACTAGTGTC GCTACTCAGA ACTTGGAAGG GCTGCATCAT GATGGCCAAT 120 

TCTGCCATAA GCCCTGTCCT CCAGGTGAAA GGAAAGCTAG GGACTGCACA GTCAATGGGG 180 

ATGAACCAGA CTGCGTGCCC TGCCAAGAAG GGAAGGAGTA CACAGACAAA GCCCATTTTT 240 

20 CTTCCAAATG CAGAAGATGT AGATTGTGTG ATGAAGGACA TGGCTTAGAA GTGGAAATAA 300 

ACTGCACCCG GACCCAGAAT ACCAAGTGCA GATGTAAACC AAACTTTTTT TGTAACTCTA 360 

CTGTATGTGA ACACTGTGAC CCTTGCACCA AATGTGAACA TGGAATCATC AAGGAATGCA 420 
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CACTCACCAG CAACACCAAG TGCAAAGAGG 
GTGACAAAAC TCACACATGC CCACCGTGCC 
TCTTCCTCn CCCCCCAAAA CCCAAGGACA 
CATGCGTGGT GGTGGACGTG AGCCACGAAG 

5 ACGGCGTGGA GGTGCATAAT GCCAAGACAA 
ACCGTGTGGT CAGCGTCCTC ACCGTCCTGC 
AGTGCAAGGT CTCCAACAAA GCCCTCCCAG 
AAGGGCAGCC CCGAGAACCA CAGGTGTACA 
AGAACCAGGT CAGCCTGACC TGCCTGGTCA 

10 AGTGGGAGAG CAATGGGCAG CCGGAGAACA 
CCGACGGCTC CTTCTTCCTC TACAGCAAGC 
GGAACGTCTT CTCATGCTCC GTGATGCATG 
GCCTCTCCCT GTCTCCGGGT AAATGATAGG 




PCT/JP97/03978 

AAGGATCCAG ATCTAACGAG CCCAAATCTT 480 

CAGCACCTGA ACTCCTGGGG GGACCGTCAG 540 

CCCTCATGAT CTCCCGGACC CCTGAGGTCA 600 

ACCCTGAGGT CAAGTTCAAC TGGTACGTGG 660 

AGCCGCGGGA GGAGCAGTAC AACAGCACGT 720 

ACCAGGACTG GCTGAATGGC AAGGAGTACA 780 

CCCCCATCGA GAAAACCATC TCCAAAGCCA 840 

CCCTGGCCCC ATCCCGGGAT GAGCTGACCA 900 

AAGGCTTCTA TCCCAGCGAC ATCGCCGTGG 960 

ACTACAAGAG CACGCCTCCC GTGCTGGACT 1020 

TCACCGTGGA CAAGAGCAGG TGGCAGCAGG 1080 

AGGCTCTGCA CAACCACTAC ACGCAGAAGA 1140 

GTACCTTCTG AG 1182 



15 mym^: e 

m.nOM:^ : 5 3 1 

mmcDUm- cDNA to mRNA 

as^ij : 

20 TTTTCnCCA TTTCAGGTGT CGTGAGGAAT TCACCATGCT GGGCATCTGG ACCCTCCTAC 60 

CTCTGGTTCT GACTAGTGTC GCTACTCAGA ACTTGGAAGG CCTGCATCAT GATGGCGAAT 120 

TCTGCCATAA GCCCTGTCCT CCAGGTGAAA GGAAAGCTAG GGACTGCACA GTCAATGGGG 180 
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ATGAACCAGA CTGCGTGCCC TGCCAAGAAG GGAAGGAGTA CACAGACAAA GCCCATTTTT 240 

CTTCCAAATG CAGAAGATGT AGATTGTGTG ATGAAGGACA TGGCTTAGAA GTGGAAATAA 300 

ACTGCACCCG GACCCAGAAT ACCAAGTGCA GATGTAAACC AAACTTTTTT TGTAACTCTA 360 

CTGTATGTGA ACACTGTGAC CCTTGCACCA AATGTGAACA TGGAATCATC AAGGAATGCA 420 

5 CACTCACGAG CAACACCAAG TGCAAAGAGG AAGGATCCAG ATCTAACGAG CCCAAATCTT 480 

GTGACAAAAC TCACACATGC CCACCGTGCC CATAGTGAGG TACCTTCTGA G 531 



5 7 



wo 98/18487 



PCT/JP97/03978 



2 . mmmmTb<F a s (DM^-r^m^T^^ :it^<mwLt-t^m^(Dmmm i 

9. mt^mm7b<f$mnMm^m (gvhd) Tr^^dt^^mi-r ^tt^icoiE 
20 ffl^ 1 3 ^-rn^o^jciBtgo^Kt ° f^mmo 

1 0. MlB^B;6^^^J^aS?iW«X{i^n^r»oX^.*T■*^c^:^#iS:> 
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16. HijISF a s ry^^i'— X f>*<F a s^bS[#:. ttF a s UT^-y Ktn:^^. * 
1 7 . tulBiaP a s U Kln:{*;6< t hitifiF a s V ^ Kiaf*-^'* ^ C <h ^ 
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FIG. 
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FIG. 5 

tttt ctt ccattt caggtgt cgtgaggaattcacc 

50 



ATG CTG GGC ATC TGG ACC CTC CTA CCT CTG 
Met Leu Gly lie Trp Thr Leu Leu Pro Leu 



-10 

hFas antigen signal peptide 

ACT CAG AAC TTG 



GTT CTG ACT ACT GTC GCT 
Val Leu Thr Ser Val Ala 



Thr Gin Asn Leu 



100 ' ^hFas(nd29) 

GAA GGC CTG CAT CAT GAT GGC CAA TTC TGC 

Glu Gly Leu His His Asp Gly Gin Phe Cys 

150 

CAT AAG CCC TGT CCT CCA GGT GAA AGG AAA 
His Lys Pro Cys Pro Pro Gly Glu Arg Lys 



GCT AGG 
Ala Arg 

CCA GAC 
Pro Asp 



GAC TGC 
Asp Cys 

TGC GTG 
Cys Val 



ACA GTC 
Thr Val 

200 

CCC TGC 
Pro Cys 



AAT GGG 
Asn Gly 

CAA GAA 
Gin Glu 



GAT GAA 
Asp Glu 

GGG AAG 
Gly Lys 



GAG TAG 
Glu Tyr 

250 
AAA TGC 

Lys Cys 



ACA GAC 
Thr Asp 

AGA AGA 
Arg Arg 



AAA GCC 
Lys Ala 
50 

TGT AGA 
Cys Arg 



CAT TTT 
His Phe 

TTG TGT 
Leu Cys 



TCT TCC 
Ser Ser 

GAT GAA 
Asp Glu 
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FIG. 



GGA CAT GGC TTA GAA 
Gly His Gly Leu Glu 



AGO CGG ACC GAG AAT 
Thr Arg Thr Gin Asn 

350 

AAA CCAAAC TTT TTT 
Lys Pro Asn Phe Phe 



TGT GAA CAC TGT GAG 
Cys Glu His Cys Asp 

400 

GAA CAT GGA ATC ATC 
Glu His Gly lie lie 



ACC AGC AAC ACC AAG 
Thr Ser Asn Thr Lys 



300 

GTG GAA ATA AAC TGC 
Val Glu lie Asn Cys 

ACC AAG TGC AGA TGT 
Thr Lys Cys Arg Cys 



TGT AAC TCT ACT GTA 
Cys Asn Ser Thr Val 
* 

CCT TGC ACC AAA TGT 
Pro Cys Thr Lys Cys 
100 

AAG GAA TGC AGA CTC 
Lys Glu Cys Thr Leu 

450 

TGC AAA GAG GAA GGA 
Cys Lys Glu Glu Gly 



TGC AGA TCT AAC GAG CCC AAA TCT TGT GAC 
Ser Arg Ser Asn Glu Pro Lys Ser Cys Asp 



' ^hlgGl Fc 

500 

AAA ACT CAC ACA TGC CCA CGG TGC CCA GCA 
Lys Thr His Thr Cys Pro Pro Cys Pro Ala 



# 
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FIG. 



CCT GAA CTC CTG GGG 
Pro Glu Leu Leu Gly 

550 

CTC TTC CCC CCA AAA 
Leu Phe Pro Pro Lys 

ATG ATC TCC CGG ACC 
Met lie Ser Arg Thr 

GTG GTG GTG GAC GTG 
Val Val Val Asp Val 

650 

GAG GTC AAG TTC AAC 
Glu Val Lys Phe Asn 



GGA CCG TCA GTC TTC 
Gly Pro Ser Val Phe 
150 

CCC AAG GAC ACC CTC 
Pro Lys Asp Thr Leu 

600 

CCT GAG GTC ACA TGC 
Pro Glu Val Thr Cys 



AGC CAC GAA GAC CCT 
Ser His Glu Asp Pro 



TGG TAC GTG GAC GGC 
Trp Tyr Val Asp Gly 



GTG GAG GTG CAT AAT 
Val Glu Val His Asn 

700 

CGG GAG GAG CAG TAC 

Arg Glu Glu Gin Tyr 

GTG GTC AGC GTC CTC 
Val Val Ser Val Leu 



GCC AAG ACA AAG CCG 
Ala Lys Thr Lys Pro 
200 

AAC AGC ACG TAC CGT 

Asn Ser Thr Tyr Arg 

750 

ACC GTC CTG CAC CAG 
Thr Val Leu His Gin 
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GAC TGG 
Asp Trp 

AAG GTC 
Lys Val 



ATC GAG 
lie Glu 

850 
GAG CCC 

Gin Pro 

CCC CCA 
Pro Pro 

CAG GTC 
Gin Val 

TTC TAT 
Phe Tyr 



GAG AGC 
Glu Ser 



CTG AAT 
Leu Asn 

TCC AAC 
Ser Asn 



AAA ACC 
Lys Thr 

CGA GAA 
Arg Glu 

TCC CGG 
Ser Arg 

AGC CTG 
Ser Leu 

CCC AGC 
Pro Ser 



AAT GGG 
Asn Gly 



I G . 8 

GGC AAG 
Gly Lys 
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